significant change in the primary outcome measure, peak decrease in mean pulmonary artery pressure with riociguat versus placebo, riociguat significantly increased stroke volume without changing heart rate, pulmonary artery wedge pressure, transpulmonary pressure gradient or pulmonary vascular resistance. The present study is designed to test the efficacy of long-term treatment with riociguat in patients with PH associated with HFPEF. Methods/study design The DYNAMIC study is a randomized, double-blind, placebo-controlled, parallelgroup, multicenter clinical phase IIb trial evaluating the efficacy, safety and kinetics of riociguat in PH-HFPEF patients. The drug will be given over 26 weeks to evaluate the effects of riociguat versus placebo. The primary efficacy variable will be the change from baseline in cardiac output at rest, measured by right heart catheter after 26 weeks of study drug treatment. Additional efficacy variables will be changes from baseline in further hemodynamic parameters, changes in left and right atrial area, right ventricular volume, as well as right ventricular ejection fraction measured by cardiac magnetic resonance imaging, and changes from baseline in World Health Organization (WHO) class and N-terminal prohormone B-type natriuretic peptide (NT-proBNP).
The trial was registered on 25 August 2014 (EudraCT Number: 2014-003055-60; www.clinicaltrialsregister. eu).
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Background
Nearly half of the patients presenting with symptoms of heart failure have a normal left ventricular ejection fraction [1] . This condition is called heart failure with preserved ejection fraction (HFPEF) and also known as diastolic heart failure. The major determinant of mortality in this patient population is coexisting pulmonary hypertension (PH) [2] , classified as group 2.2 in the Dana Point classification [3] . Despite the frequency and severity of HFPEF, effective medical treatment is lacking. sRiociguat (Adempas ® , BAY 63-2521), an oral stimulator of soluble guanylate cyclase, is a novel pulmonary and systemic vasodilator that has been approved for precapillary forms of PH, e.g. chronic thromboembolic pulmonary hypertension (CTEPH) [4] and pulmonary arterial hypertension (PAH) [5] . Two phase II trials have indicated a potential benefit of riociguat treatment also in patients with postcapillary PH due to left heart disease. The phase IIb Left ventricular systolic dysfunction associated with pulmonary hypertension riociguat trial (LEPHT) study was a multicenter, double-blind, randomized, placebo-controlled study in subjects with PH resulting from heart failure with reduced ejection fraction (HFREF) [4, 6] . A total of 201 subjects were randomized to treatment with oral placebo or riociguat (0.5, 1 or 2 mg TID) for 16 weeks in 4 parallel arms. The primary outcome was the placebocorrected change from baseline at week 16 in mean pulmonary artery pressure (PAPmean). Although the decrease in PAPmean in the riociguat 2 mg group was not significantly different from placebo, cardiac index and stroke volume index were significantly increased without changes in heart rate (HR) or systolic blood pressure (SBP) compared with placebo. Both pulmonary and systemic vascular resistance (PVR and SVR) were significantly reduced with 2 mg riociguat TID. Riociguat reduced the Minnesota Living with Heart Failure (MLHF) score. The proof of concept study DILATE-1 was a multicenter, double-blind, randomized, placebo-controlled single-dose study in subjects with PH associated with HFPEF [7] . Clinically stable subjects with a left ventricular ejection fraction (LVEF) >50 %, PAPmean ≥25 mm Hg and pulmonary arterial wedge pressure (PAWP) >15 mm Hg at rest were randomized to single oral doses of placebo or riociguat. There were no significant changes in peak decrease in PAPmean with riociguat 2 mg versus placebo; however, riociguat 2 mg significantly increased stroke volume and decreased SBP and right ventricular end-diastolic area, without significantly changing HR, PAWP, the transpulmonary pressure gradient (TPG) and PVR. Based on the results of the single-dose DILATE-1 study in PH-HFPEF patients and the LEPHT study over 16 weeks in subjects with PH-HFREF, the present study is expected to generate data to assess the therapeutic potential of riociguat in PH-HFPEF. original article 
Study design
The DYNAMIC study is a randomized, double-blind, placebo-controlled, parallel-group, multicenter clinical phase IIb trial evaluating the hemodynamic effects, safety, and kinetics of riociguat in PH-HFPEF patients. The study drug will be administered over 26 weeks to evaluate the effects of riociguat versus placebo. Written informed consent will be obtained from patients in accordance with the Declaration of Helsinki and the ethics committee of the Medical University of Vienna has approved the study protocol (date of vote: 10-OCT-2014; reference number: EK 1570/2014).
Titration and treatment phases
After a pretreatment phase of up to 4 weeks, the study phase will consist of an 8-week (up-)titration phase followed by the 18-week fixed-dose treatment. Patients will be randomized to the active treatment arm or placebo. The starting dose of riociguat will be 0.5 mg 3 times a day (TID). At visits 2 and 3 (weeks 2 and 4), up-titration to a dose of 1.0 and 1.5 mg TID (Fig. 1) is based on clinical condition and systemic SBP, measured before intake of the next study drug dose in accordance with the following algorithm:
During the titration phase in the first 8 weeks, the dose for the next titration step will depend on the SBP measured at trough before intake of the next study drug dose. The following algorithm applies to the individual dose titration (IDT) scheme:
• If trough SBP is ≥110 mm Hg, increase the dose.
• If trough SBP is between 100 and 109 mm Hg without symptoms of hypotension, maintain the dose.
• If trough SBP is <100 mm Hg without symptoms of hypotension, reduce the dose. The IDT scheme is based on blood pressure and consideration of the subject's clinical condition; therefore, in cases of poor tolerability, a planned up-titration step may be postponed and the dose maintained. During the 18-week treatment phase (from visit 3 to visit 6), all patients will receive the dose of visit 3. Dose reductions or interruptions for safety reasons are allowed at any time.
Selected patient enrolment criteria
Eligible patients will be aged 18-80 years at the time of informed consent and have symptomatic PH-HFPEF, e.g. group 2/2.2 of the Dana Point classification [3] and World Health Organization (WHO) class II to IV, defined as:
• LVEF ≥50 %, diagnosed by echocardiography or left heart catheterization (LHC) within 30 days before randomization, • PAPmean ≥25 mm Hg at rest, measured by right heart catheter (RHC) within 12 weeks before randomization, • PAWP >15 mm Hg at rest, measured by RHC within 12 weeks before randomization. The dose regimen of the background treatment must have been stable for >30 days before randomization. Diuretic therapy must have been stable for ≥1 week.
Selected exclusion criteria are listed in Table 1. 884 Evaluation of the pharmacoDYNAMIC effects of riociguat in subjects with pulmonary hypertension and. . . 
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Study objectives
The primary objective of this study is to assess the pharmacodynamic profile of riociguat in subjects with symptomatic PH-HFPEF. The secondary objectives of this study are to assess changes in dimensions of left and right ventricles and cardiac function parameters using cardiac magnetic resonance imaging (CMRI).
Patients with a PVR above and below 240 dyn × s × cm -5 will be analyzed as prespecified subgroups.
Primary efficacy variable
The primary efficacy variable is the change from baseline of cardiac output (CO) at rest, measured by RHC after 26 weeks of study drug treatment.
Secondary efficacy variables
• Change from baseline in left and right atrial area, right ventricular volume and right ventricular ejection fraction, measured by CMRI • Change from baseline in PVR, SVR, TPG and PAWP, measured by RHC • Change from baseline in WHO class • Change from baseline in serum N-terminal prohormone B-type natriuretic peptide (NTproBNP) levels
Exploratory efficacy variables
• Change from baseline in all other CMRI parameters not listed above. At selected sites only: T1 mapping and extracellular volume (ECV).
• Change from baseline in all other RHC parameters not listed under secondary variables.
• Change from baseline in echocardiography parameters, including left ventricular end-diastolic and end-systolic volumes, tricuspid annular plan systolic excursion, pressure gradient of tricuspid valve, diameter of inferior vena cava, respiratory collapsibility of inferior vena cava, mitral peak velocity of early (E) and late (A) filling, E-wave deceleration time, LVEF, estimate of mean right atrial pressure, systolic pulmonary artery pressure and E/A ratio.
• Change from baseline in exercise capacity (6 min walk distance) and in Borg CR 10 scale.
• Change from baseline in quality of life scores EuroQol five dimensions questionnaire (EQ-5D), MLHF.
• Events of special interest considered for calculation of the combined endpoint time to clinical worsening.
• All-cause mortality.
• Composite endpoint as defined by time to death from cardiovascular causes or first hospitalization for a cardiovascular event, including acute or worsening heart failure, acute myocardial infarction, stroke or ventricular arrhythmia.
• Change in glomerular filtration rate.
original article Pharmacokinetics
To investigate drug exposure and potential relationships to drug effects, plasma concentrations of riociguat and its main metabolite M-1 (BAY 60-4552) will be determined. Plasma concentrations will be measured using a validated high performance liquid chromatography-mass spectrometry/tandem mass spectrometry (HPLC-MS/MS) method. Quality control (QC) and calibration samples will be analyzed concurrently with study samples. The results of QC samples will be reported together with concentrations in unknown samples in the clinical study report.
Statistical considerations
Statistical analyses will be performed using Statistical Analysis Software (SAS ® ). A randomized subject will be valid for safety analysis if at least one dose of study drug was administered. A subject will be part of the full analysis set (FAS) in accordance to the International Conference on Harmonization (ICH) E9 guideline, if he/she belongs to the safety set, is not violating any major entry criteria and shows any postbaseline efficacy data. A subject will be valid for the per-protocol analysis if the subject belongs to FAS and does not show any major protocol deviations that interfere with the interpretation of efficacy results. All variables will be analyzed descriptively with appropriate statistical methods: categorical variables by frequency tables and continuous variables by sample statistics (e.g. number of non-missing data, mean, standard deviation, minimum, median, quartiles and maximum).
The primary efficacy variable will be submitted to an analysis of covariance (ANCOVA) model including the baseline value as covariate, center, treatment regimen and the interaction term of center by treatment regimen as fixed effects. If the treatment-center interaction is not significant at the 0.2 level, the interaction term will be removed from the model for final analysis. The primary comparison will be a one-sided test at the 2.5 % significance level for the difference in treatment effects between riociguat and placebo.
Continuous secondary endpoints will be analyzed in the same manner as the primary endpoint. The change of WHO class will be dichotomized by defining the groups: "improvement by at least one class", "no improvement by at least one class" and analyzed using Mantel-Haenszel weights stratified by center. The secondary efficacy variables will be tested in exploratory manner at nominal one-sided significance level of 2.5 %.
Determination of sample size
Requiring an 80 % power of the trial to detect a mean difference of at least 0.6 l/min between riociguat and placebo with regard to the primary endpoint and assuming a standard deviation of 1.0 l/min, which is derived from a previous trial (LEPHT), then 45 evaluable subjects are needed in each of the 2 treatment groups. Taking into account a drop-out rate of 20 %, a total of 114 subjects are to be randomized (57 subjects per group).
Discussion
The DYNAMIC study is the first randomized, doubleblind, placebo-controlled, multi-center trial testing the effects of an oral soluble guanylate cyclase (sGC) stimulator targeting PH due to HFPEF. The results will potentially be of great clinical relevance given the high prevalence of PH among patients with HFPEF and its influence on morbidity and mortality.
Pulmonary vasodilators in heart failure with preserved ejection fraction
Pulmonary vasodilators have previously been studied in only few clinical trials, which have yielded conflicting results. In a placebo-controlled, single center clinical study in PH-HFPEF patients, the phosphodiesterase-5 inhibitor sildenafil lowered pulmonary artery pressure and improved right ventricular function [8] . By contrast, sildenafil failed to improve endpoints in a cohort of HFPEF patients without significant PH [9] . In the RELAX trial [9] peak O2 consumption was not changed in the treatment arm as compared with placebo. Secondary endpoints including change in 6 min walking distance, composite clinical status score and change in quality of life at 24 weeks were also missed. Moreover, subgroup analysis showed no improvement in peak O2 consumption in patients with higher pulmonary artery systolic pressure where the median was 41 mm Hg (range 32-51 mm Hg) in the treatment group.
Currently, two additional multicenter, placebo-controlled clinical trials testing the effects of pulmonary vasodilators in HFPEF are underway. The SOCRATES PRESERVED program was designed to study the effects of the novel once-daily oral sGC stimulator vericiguat (BAY 1021189) in a phase II dose-finding study among patients with HFPEF stabilized after hospitalization or i. v. diuretic therapy for worsening of chronic heart failure [10] . Although the DYNAMIC study follows a similar study rationale that is based on systemic vasoreactivity and potential cardiac effects of the sGC stimulator, main differences with respect to SOCRATES PRESERVED are the patient population under investigation (HFPEF versus PH-HFPEF) and main study endpoints (change in NT-proBNP and left atrial volume at 12 weeks versus invasively measured CO at 26 weeks).
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The MELODY study, which has recently been rolled out, focuses on the effects of macitentan, a novel dual endothelin receptor blocker versus placebo in a rare subpopulation of PH-HFPEF patients, which are characterized by elevated pulmonary diastolic pressure gradients indicative of true pulmonary vascular remodelling on top of elevated left-sided filling pressures; however, there is cumulating evidence that the use of riociguat in patients with PH associated with heart failure is most effective in the subgroup with a PVR <240 dyn ×s ×cm -5 [11] . Given the uncertainties regarding the optimal target population, i. e. pure postcapillary versus combined precapillary and postcapillary PH, the current protocol will be open for a broad range of hemodynamic profiles of patients fulfilling the diagnostic criteria of postcapillary PH.
Rationale for the long-term use of riociguat in pulmonary hypertension due to heart failure with preserved ejection fraction
Riociguat is a direct oral sGC stimulator [12] that targets reduced nitric oxide (NO) bioavailability in PH as well as in heart failure. Riociguat stimulates the enzymatic activity of sGC to generate cyclic guanosine monophosphate (cGMP) both independently of NO and synergistically with NO, and is a potent, dose-dependent vasodilator [13] . Beyond its hemodynamic effects, riociguat reduced renal and cardiac fibrosis, increased creatinine clearance, decreased atrial natriuretic peptide and left ventricular mass in two independent models of hypertension [14] .
More recently, the beneficial effect of riociguat on hemodynamic and clinical endpoints has been demonstrated in three placebo-controlled trials. Riociguat significantly improved exercise capacity and secondary efficacy endpoints in the phase III Pulmonary Arterial Hypertension Soluble Guanylate Cyclase-Stimulator Trial (PATENT) [5] and the Chronic Thromboembolic Pulmonary Hypertension Soluble Guanylate Cyclase-Stimulator Trial (CHEST) [4] . In a randomized, placebo-controlled phase IIb study in patients with heart failure and PH due to systolic left ventricular dysfunction (LEPHT) [4] , riociguat was well-tolerated and improved the cardiac index, PVR and SVR, as well as quality of life, without significantly changing PAPmean (primary endpoint) or SBP.
Taken together, the efficacy of long-term treatment with riociguat has been demonstrated in precapillary as well as postcapillary PH. Given similar pathophysiological changes, such as elevation in left ventricular filling pressures (LEPHT) [4] and PVR (PATENT and CHEST) [4, 5] in PH-HFPEF, we speculate that previously observed beneficial effects of riociguat on pulmonary and systemic vascular trees as well as cardiac function will also occur in PH-HFPEF. This is supported by recently published results from the DILATE-1 (Acute Hemodynamic Effects of Riociguat in Patients with Pulmonary Hypertension Associated with Diastolic Heart Failure [7] ) study, a multicenter, placebocontrolled phase IIa trial that tested safety and efficacy of single oral doses of riociguat (0.5, 1.0 or 2.0 mg) in PH-HFPEF. There was no significant change in peak decrease in PAPmean (primary endpoint) with 2 mg riociguat versus placebo; however, 2 mg riociguat significantly increased stroke volume and decreased SBP and right ventricular end-diastolic area, without significantly changing heart rate, PAWP, TPG or PVR. Importantly, riociguat was well tolerated.
Change in cardiac output as primary endpoint
The primary objective of the present study is to test the effects of riociguat on the surrogate endpoint CO. While CO is one of the established therapy response markers in PH [3] , therapeutic interventions that lead to an increase in CO in left heart disease are under debate. While an increase in CO based on a positive inotropic effect results in elevated left ventricular filling pressures and increased mortality [15] , in the LEPHT study [4] , which was conducted in heart failure patients, riociguat significantly improved CO in the absence of any significant change in heart rate or SBP compared with placebo. Most importantly, left ventricular filling pressures remained unchanged without excess mortality and clinical benefit was supported by an improvement in quality of life. The mechanisms underlying the observed increase in CO in the LEPHT study are complex. Improvements were not attributable to reflex sympathetic activation elicited by a decrease in SBP. The rise in cardiac function was paralleled by a decrease in PVR and SVR. The potential of direct sGC stimulators in heart failure might go beyond hemodynamic effects and additionally, or even predominantly, rely on non-hemodynamic effects of sGC-derived cGMP signalling in a variety of tissues including cardiac myocytes [16] . Furthermore, preclinical data suggest that sGC stimulation does not increase cyclic adenosine monophosphate (cAMP) production despite significant cGMP increases and may blunt the inotropic response to adrenergic stimulation [17, 18] . In the DILATE-1 study a pronounced effect of riociguat on CO was observed accompanied by size reduction of the right ventricle. These data provide a strong rationale for CO as a primary endpoint in PH-HFPEF patients.
Cardiac magnetic resonance imaging substudy
Patients in all centers will undergo a CMRI study. Studies will consist of functional and late gadolinium enhancement (LGE) imaging, according to standard protocols [19] . In the Vienna subgroup T1 mapping sequences [20] will be used for the quantification of ECV in the left ventricular myocardium. This technique has been developed for characterization and quantification of subtle diffuse myocardial fibrosis [20] . In light of potential direct, non-hemodynamic effects of riociguat on the myocardium, this substudy may provide insights into alternative mechanisms of action.
Conclusion
• Based on experiences from the DILATE-1, LEPHT, PATENT and CHEST trials, the DYNAMIC study adds innovative principles to a phase II drug development program in PH-HFPEF.
• Given the previously reported pharmacodynamic activity of the novel drug class of oral sGC stimulators in patients with heart failure and patients with PH, the study design provides the groundwork for a subsequent phase III pivotal trial in patients with PH-HFPEF.
Open access funding provided by Medical University of Vienna. 
Conflict of interest
